Background: Dizziness and vertigo symptoms are commonly seen in emergency room (ER). However, these patients are often discharged without a definite diagnosis. Conflicting data regarding the vascular event risk among the dizziness or vertigo patients have been reported. This study aims to determine the risk of developing stroke or cardiovascular events in ER patients discharged home with a diagnosis of dizziness or vertigo.
Introduction
Dizziness or vertigo is a common reason for visiting the emergency room (ER), accounting for approximately 10% of total ER visits in the Unites States and more than $1.6 billion in health expenditures each year [1, 2, 3] . Although most patients with vertigo or dizziness are discharged, a potentially serious underlying disease, such as cerebrovascular events or myocardial infarction, may be overlooked [4, 5, 6] .
Findings on the risk of stroke associated with vertigo or dizziness have not been consistent. A follow-up study of 121 patients found that up to 5% of them had major morbidity such as stroke within six months [7] . Kim et al. [8] reported that only 0.93% of ER patients discharged home with a diagnosis of vertigo or dizziness experienced a major vascular event during a follow-up of 180 days. In a population-based study, Kerber et al. [9] also reported a low proportion of cerebrovascular events in patients presenting with dizziness, vertigo or imbalance. However, several case reports and a study by Chase et al. suggested that stroke or vascular events are likely to happen among the vertigo or dizziness patients [5, 10, 11, 12] .
The purpose of this study is to examine the incidence of vascular events in such patients identified through the National Health Insurance Research Database (NHIRD) in Taiwan. This allows for a comparison of the risk of vascular events between in ER patients discharged home with a diagnosis of dizziness or vertigo and those without [13] .
Materials and Methods

Ethics statement
This study was initiated after approval by the Institutional Review Board of Buddhist Dalin Tzu Chi General Hospital, Taiwan. Since all identifying personal information was stripped from the secondary files before analysis, the review board waived the requirement for written informed consent from the patients involved.
Database
The National Health Insurance program, which provides compulsory universal health insurance, was implemented in Taiwan in 1995. It enrolls up to 99% of the Taiwanese population and contracts with 97% of all medical providers [14] . The database contains comprehensive information on insured subjects, including dates of clinical visits, diagnostic codes, details of prescriptions and expenditure amounts. This study used the Longitudinal Health Insurance Dataset for [2004] [2005] [2006] released by the Taiwan Nation Health Research Institute. The patients studied did not differ statistically significantly from the larger cohort in age, gender or health care costs, as reported by the Taiwan National Health Research Institute (http://w3.nhri.org. tw/nhird//date_cohort.htm) [15, 16] .
Study Population
We identified patients older than 18 years who visited the ER in 2004. We excluded those with any type of stroke (International Classification of Diseases, 9th revision -Clinical Modification [ICD-9-CM] codes 430-438), acute myocardial infarction (ICD-9-CM 410), unstable angina (ICD-9-CM 411) or ventricular arrhythmia (ICD-9-CM 427.1, 427.4, 427.5 or 427.69) diagnosed before or during the index ER visit. After exclusion, we identified 1118 ER patients discharged home with a diagnosis of dizziness or vertigo (ICD-9-CM 780.4 and 386.0-386.9) and 24639 ER patients without a dizziness or vertigo diagnosis. Each patient was tracked for three years from his or her first discharge in 2004 to identify outcomes including hemorrhagic or ischemic stroke diagnosis codes (ICD-9-CM 430, 431, 433.61, 434.61, or 436.6), acute myocardial infarction (ICD-9-CM 410), unstable angina (ICD-9-CM 411) or ventricular arrhythmia (ICD-9-CM 427.1, 427.4, 427.5 or 427.69). To maximize case ascertainment, only patients hospitalized for the above vascular events were included. These patients were then linked to the administrative data for the period 2004-2006 to calculate cardiovascular or cerebrovascular disease-free survival time, with cases censored for patients who drew back guarantees from the National Health Insurance Program or were still robust without defined events at end of follow-up (Figure 1) .
Medications which could result in dizziness or vertigo before ER visit were included for analysis. Medications consisted of anticonvulsants (i.e., phenytoin or carbamazepine), antihypertensives and drugs with hypotension as side effects (i.e., propranolol, terazosin, doxazosin, prazosin, atenolol, furosemide, nifedipine, verapamil, diltiazem, isosorbide dinitrate, lisinopril, amitriptyline, chlorpromazine, or procholorperazine), and psychotropic agents (i.e. , zolpidem, diazepam, alprazolam, or haloperidol).
The insurance enrollee category was used as a proxy measure of socio-economic status (SES). SES is an important prognostic factor for stroke and/or myocardial infarction [17, 18] . The patients were classified into two sub-groups: high individual SES (civil servants, regular or full-time paid personnel with a government affiliation, employees of privately owned institutions), and low individual SES (self-employed individuals, members of the farmers or fishermen's association, other employees, veterans, substitute service draftees, and members of low-income families) [19] .
Urbanization level of residence is also associated with vascular events and were therefore included in our analysis [20, 21] . We recorded the level of urbanization as urban, and sub-urban (urbanization level 1-3), or rural (urbanization level 4-7).
Statistical analysis
The SAS statistical package, version 9.2 (SAS Institute, Inc., Cary, NC), and SPSS version 15 (SPSS Inc., Chicago, IL) were used for data analysis. Pearson's chi-square test was used for categorical variables, demographic characteristics (age group and gender), comorbidities (hypertension, diabetes, coronary artery disease, hyperlipidemia and atrial fibrillation) and initially taking medications that may cause dizziness in ER patients with dizziness/vertigo and those without.
The 3-year vascular event-free survival rate was estimated using the Kaplan-Meier method. The cumulative risk of stroke or cardiovascular event was estimated as a function of time from initial treatment. Cox proportional hazard regression model with time-dependent covariate was used to calculate the risk of stroke or cardiovascular event for ER patients with dizziness or vertigo versus those without, after adjustments for age, gender, hypertension, diabetes, coronary heart disease, hyperlipidemia, atrial fibrillation, urbanization of residence, socioeconomic status, and initially taking medications. To find useful predictors, we constructed univariate and multivariable Cox models to explore the effect of age, gender, comorbidities, urbanization of residence, socioeconomic status and initially taking medications on the risk of vascular outcomes for patients with dizziness or vertigo. A p,0.05 was considered statistically significant in the regression models. In order to test the validity of this study and specific association between dizziness/vertigo and vascular events, determining the risk of developing stroke or cardiovascular events in ER patients discharged home with a diagnosis of headache (ICD-9-CM 780.4) was further conducted. This dataset were selected from the Longitudinal Health Insurance Dataset for the period 2004-2006 as previously described. The outcomes measures were similar to those which was applied in dizziness and vertigo patients. Patients with any type of vascular events diagnosed before or during the index ER visit and those with specific diagnosis were excluded. 23165 patients (417 patients with headache and 22748 patients without a diagnosis of headache) who had visited ER and further discharged smoothly in 2004 were included. These patients were tracked for three years and further lined to the administrative data for the period 2004-2006 to estimate vascular event-free survival, with cases censored for patients who drew back guarantees from the National Health Insurance Program or were still robust without defined events at end of follow-up. 
Results
The distribution of demographic characteristics, selected morbidities and initially taking medications for the two cohorts is shown in Table 1 . Dizziness/vertigo patients were significantly older and more likely to be female. They were also more likely to have hypertension, and diabetes, had lower socioeconomic status, and took anticonvulsants, antihypertensives and psychotropic agents than those without dizziness/vertigo.
At the end of follow-up, 506 patients had vascular events, 52 (4.7%) in the patients with dizziness or vertigo and 454(1.8%) in those without. The six-month cumulative risk of vascular event, stroke, or cardiovascular events was 1.3% (95% Confidence interval [CI], 0.7-1.9), 1% (95% CI, 0.4-1.6), and 0.4% (95% CI, 0-0.8), respectively for the patients with dizziness or vertigo. In patients with dizziness or vertigo, the cumulative risk of vascular event, stroke, or cardiovascular events was 5.1% (95% CI, 3.7-6.5), 3.3% (95% CI, 2.0-4.5), and 2.0% (95% CI, 1.0-3.0), respectively at the end of follow-up (Table 2 ). Patients with dizziness or vertigo had an increased risk of vascular events ( Figure 2 ). Table 3 shows in model with time interactions, the estimated of hazard ratios of dizziness/vertigo (HR = 0.65, 95% CI, 050-0.84; p = 0.001) were less than 1, which implied that the effects of dizziness/vertigo and comorbidities are much stronger at the beginning of the follow-up period and weaker after long-term follow-up. We further separated the follow-up time during the first year and during the 2 nd and 3 rd year. In Table 4 , we see that the effect of dizziness or vertigo are much stronger for vascular events in the first year (HR = 2, 95% CI, 1.35-2.96). Among the ER patients with dizziness or vertigo discharged home, predictors of vascular events were analyzed using Cox regression model. In univariate analysis, age, diabetes, coronary artery disease, male gender, residence in rural area and initially taking antihypertensive drugs were associated with increased risk for vascular events. Increased age (HR = 1.06; 95% CI, 104-1.08), and coronary artery disease (HR = 5, 95% CI, 1.82-16) remained independent risk factors for vascular events in the multivariable model (Table 5) .
We further identify 417 ER patients discharged home with a diagnosis of headache and determine the risk of developing vascular events. They were more likely to be older, to be female, and had hypertension (Table 6 ). There was no statistically difference in risk of vascular events between patients with headache and patients without headache (Table 7) .
Discussion
Our data showed that ER patients discharged home with a diagnosis of dizziness or vertigo incurred a two-fold higher risk for subsequent vascular events after adjusting for patient characteristics, comorbidities, and other confounding factors during the first year. Further studies are warranted for developing diagnostic and follow-up strategies.
The strengths of our study are its being a large population-based study (n = 25,757), nearly complete follow-up of any hospitalization for vascular events among the whole study population (99%) and routine monitoring of accuracy of diagnosis by the National Health Insurance Bureau of Taiwan. We see the association between ER visit for headache and vascular outcomes in order to test the specific association of dizziness/vertigo and vascular events. There was no statistically association between headache and vascular events. The specific association of dizziness/vertigo and vascular events appeared to be specific to dizziness/vertigo but not headache. One previous study showed 180-day cumulative incidence of vascular event, cerebrovascular event, or cardiovascular event was 0.93%, 0.63%, and 0.32%, respectively and revealed that most of the vascular events developed within the first month [8] . Our series revealed the six-month cumulative risk of vascular event, stroke, or cardiovascular events was 1.3%, 1%, and 0.4%, respectively. The risk for vascular events remained significantly higher during the first year follow-up and became insignificant between second and third years. In another follow-up study, up to 5% of major vascular events developed within six months. However, up to 18% loss to follow-up may prevent us to interpret these results correctly [7] . Our results suggest that ER patients discharged home with a diagnosis of dizziness or vertigo have a higher risk for stroke, cardiovascular events and all vascular events, compared to those without dizziness/vertigo after adjusting patient characteristics, co-morbidities, and other confounding factors.
Our finding of up to 4.7% of vascular events among patients with dizziness/vertigo over 3-year follow-up may justify utilizing more intensive evaluation to identify and treat serious cases. We found a similar pattern of cumulative risks for vascular events as previously reported, with more early cerebrovascular events, but not more early cardiovascular events [8] . Early vascular events within several months after discharge from the ER may be Table 2 . Cumulative risk of vascular events in patients with dizziness/vertigo and those without. Abbreviation: 95% CI, 95% confidence interval. *History of hyperlipidemia and atrial fibrillation were not included in the regression model due to lack of data association between vascular outcomes and these two comorbidities in dizziness/vertigo patients. doi:10.1371/journal.pone.0035923.t005
attributable to conditions reported at the ER visit. The later flattening in the curve may reflect the background rate of cardiovascular risk [8] . Dizziness is a vague term which may refer to vertigo, near-fainting, psychological problems, ocular-vestibular disease or disequilibrium [22] . One previous study found that most dizziness in ER patients was attributable to medical causes [23] . When considered in aggregate, general medical diagnoses were more common than otovestibular ones, and nearly half of the medical disorders diagnosed were cardiovascular. Widespread uncertainty involved in decision related to dizziness/vertigo presentations still exists in the ER even after lengthy evaluations and extensive use of diagnostic tests, including neuroimaging [23] . We found that increasing age and coronary artery disease were independent risk factors for stroke and all vascular events among ER patients discharged with a diagnosis of dizziness or vertigo. For these increased risk patients, emergency neurological/cardiac consultation or referral to out-patient clinics might be considered because of the possibility of misdiagnosis of dangerous disorders in the ER. Furthermore, increased risk patients need to be educated to identify the warning signs of stroke, transient ischemic attack and myocardial ischemia. Given that older people are most vulnerable to vascular events, it is particularly important to maximize the potential for early recognition and early medical intervention in this group [24, 25] . After symptomatic treatment in the ER for the dizziness or vertigo, patients need watchful attention to prevent vascular events for several years. Although the incidence is relatively low, cardiovascular and cerebrovascular events remain the main causes of death and adult disability worldwide. If misdiagnosed, some of these patients can have poor outcomes. Widely used diagnostic strategies with categories such as vertigo, lightheadedness, and disequilibrium are difficult to apply in the ER setting for acute decision making [23] . Given this diagnostic uncertainty, identification of increased risk patients is important. No guidelines currently exist for the primary prevention of stroke or cardiovascular events in increased risk vertigo or dizziness patients, and studies evaluating the role of antiplatelet agents for such patients are warranted.
This study has several limitations. First, the diagnosis of dizziness or vertigo, stroke, myocardial infarction, ventricular arrhythmia and any other co-morbid conditions are completely dependent on ICD-9-CM codes. Due to using deidentified administrative data, a direct validation of accuracy of diagnosis and outcomes were not possible with chart review. Nonetheless, the National Health Insurance Bureau of Taiwan randomly reviews the charts and interviews patients to verify the accuracy of diagnosis. Hospitals with outlier chargers or practice may undergo an audit, with subsequent heavy penalties for malpractice or discrepancies. We used previously validated algorithms with high accuracy to identify outcomes from discharge diagnosis codes. The accuracy of the National Health Insurance Research Database in recording ischemic stroke diagnoses is as high as 95% [26] . Second, detailed information on myocardial infarction, unstable angina, ventricular arrhythmia, or strokes cannot be exactly extracted from ICD-9-CM codes, which prevents further subgroup analysis. Further studies linking administrative data and primary hospitalization information are warranted. Third, for the analysis of the initially taking medications that may cause dizziness or vertigo, binary event of ''yes'' versus ''no'' was recorded. The length of time and dosage which patients were on these medications were not clearly defined. More detailed research for analyzing the impact of these medications is necessary in the future. Fourth, only dizziness or vertigo patients who were considered safe enough to be discharged home were included in our series. Our results were unable to be generalized to patients with dizziness/vertigo and specific diagnosis or those who were further admitted to ward later.
In summary, this study reveals that ER patients with dizziness or vertigo have a increased risk of subsequent vascular events and that their likelihood of developing stroke or cardiovascular events during the first year is 2 times higher than that of those without dizziness or vertigo. Although the incidence is relatively low (95.3% of patients remain event-free at 3 years), efforts to prevent vascular events after the onset of dizziness or vertigo is worthy of further study. Table 7 . Adjusted hazard ratios of vascular events among the ER headache patients and patients without headache (n = 23165). 
